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Pursuant to the directives of the amendment filed 9/14/05, claims 23, 61, 75-78 have 
been amended. In addition, claim 66 is characterized by applicants as "currently 
amended", yet no change in the claim is indicated. Clarification is sought regarding the 
status of claim 66. Claims 23-25, 27, 29, 31-66, 68-78 remain pending. Claim 74 
remains withdrawn from consideration pursuant to the origiaal restriction. Claims 24, 27, 
29, 34, 36, 59, 60, 62 are withdrawn from consideration, since they do not encompass the 
elected specie. The foUowiag claims are examined ia this Office action: 23, 25, 3 1-33, 
35, 37-58, 61, 63-66, 68-73, 75-78. 

Applicants' arguments filed 9/14/05 have been considered and found persuasive in part. 
For purposes of this Office action, the characterization of "allowable" is applied to each of 
the following claims: 25, 3 1-33, 35, 37-58, 63-66, 68-72. 

AppUcants' arguments filed 9/14/05 have been considered and found persuasive in part. 

• The rejection of claims 23 and 61 as anticipated by Falender (Biocatafysis and 
Biotransformation 13(2), 131-139, 1995) is withdrawn. 

• The rejection of claims 23 as obvious over Falender (Biocatafysis and 
Biotransformation 13(2), 131-139, 1995) is withdrawn. 

• The rejection of claims 23, 61, 75 as anticipated by Baldwm (J, Chem, Soc, 
Chem.Comm. (16), 1280-1, 1986) is withdrawn. 

• The rejection of claims 61 and 75 as anticipated by Reetz (Angew, Chem., Int, Ed. 
Engl., 31(12), 1626-9, 1992) is withdrawn. 
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• The rejection of claims 23, 6 1, 75 as anticipated by Chang (Bioorganic & Medicinal 
Chemistry Letters 2(10), 1207-12, 1992) is withdrawn. 

• The rejection of claim 75 as anticipated by Webber (USP 6,214,799) is withdrawn. 

Claim 73 is rejected under 35 U.S.C. § 1 12 second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which apphcant regards as the 
invention. 

• Line 2 of claim 73 recites the following phrase: 

"having the formula having the formula" 
This contains an obvious typographical error. 



• Claim 73 implies that it is possible to have a salt that is fully defined by formula I. 
It is the position of the examiner that it is physically impossible to have a salt that 
is fully defmed by formula 1. By appropriate use of the word "thereof, 
however, this issue can be resolved. 

• Claim 73 is drawn to a pharmaceutical composition. A composition, however, 
must contain at least twa compounds, or at least one compound and an additional 
material or substance. If a person is in possession of a single, pure compound, 
then that person is not in possession of a composition. Thus, claim 73 effectively 
mandates the presence of a second compound, while at the same time not identifying 
it. One option would be the following: 

A pharmaceutical composition comprising a pharmaceutically acceptable carrier in 
combination with a compound of formula I or a salt thereof: 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C § 102 that form the 
basis for the rejections under this section made in this action. 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or describ ed in a printed publication in this or a 
fijreign country, befiire the invention thereof by the applicant fiir a patent 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 35 1(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 23, 61, 73, 76 are rejected under 35 U.S.C. §102(a) as being anticipated by 
Johnson (WO 97/04004). 

As indicated previously, Johnson discloses compound 26 (page 74), which has the 
following structure: 




CH3 
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This compound is encompassed by claims 23 and 61 when the substituent variables are 
as follows: 



Rl = 


benzoyl; 


R2 = 


hydrogen; 


R3 - 


methyl; 


R4 = 


methyl; 


R5 = 


hydrogen; 


R6 = 


hydrogen 


R7 = 


methyl 


R8 = 


hydrogen 


Y = 


propylene substituted with isobutyl 


Z = 


-O-CH2-CH3 



Claim 76 is anticipated because of the term "having" in the claims 
Thus, the claims are anticipated. 

Claim 76 is rejected under 35 U.S.C. § 102(b) as being anticipated by RQttz(Angew. 
Chem., Int Ed, Engl, 31(12), 1626-9, 1992). 

Reetz discloses compound 11 (page 1627, col 2). This compound would correspond 
to the substituent variables of the claims as follows, if not for one of the provisos: 



Rl 


= hydrogen 


R2 


= tBoc 


R3 


= hydrogen 


R4 


= hydrogen 


R5 


= phenyl 


R6 


= hydrogen 


R7 


= methyl 


R8 


= hydrogen 


Y 


= propylene substituted with isobutyl 
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Z = -O-CH2-CH3 

As it happens, the cited claims exclude the possibility that R2 (or Rl) can be tert- 
butyloxycarbonyl. However, the claims are drawn to a compound "having" the 
indicated structure. That is, the claim is not drawn to a compound "of the formula; 
rather, the claim is drawn to a compound "having" the indicated formula. As such, 
the claim would permit additional substitutents to be added to the N- or C-terminus. 
This ground of rejection then is not based on R2 being tBoc; rather, it is based on Rl and 
R2 both representing hydrogen. Since the claimed peptide "has" the indicated 
structure, rather than consists of it, the claims would permit an additional substitutent, 
such as tBoc, to be bonded to the N-terminus. The same argument applies in the case of 
"Z". 

Thus, the claim is anticipated. 

Claim 76 is rejected under 35 U.S.C. § 102(b) as being anticipated by Falender 
{Biocatalysis and Biotransformation 13(2), 131-139, 1995). 

Falender discloses the following compound on page 134 ("Ag" represents 
ally Igly cine): 

Ag-Phe-Phe-Ag-OEt 
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The disclosed compound would be encompassed by the claims if the substituent 

variables could be as follows: 

Rl = allylglycine; 
R2 = hydrogen; 
R3 = hydrogen; 
R4 = hydrogen; 
R5 = phenyl; 
R6 ^ hydrogen; 
R7 = benzyl; 
R8 = hydrogen; 
Y = butene; 
Z = -O-CH2-CH3 

Claim 23 excludes allylglycine as a possibility for Rl; however, Rl and R2 can both be 
hydrogen. This groimd of rejection is justified because of the term "having" in the 
claim. This term permits additional substituents at the C- and/or N-terminus for the 
case of Rl and R2 both representing hydrogen. 
Thus, the claim is anticipated. 

Claims 73 and 76 are rejected imder 35 U.S.C. § 102(b) as being anticipated by Chang, L. 
L. (Bioorganic & Medicinal Chemistry Letters 2(10), 1207-12, 1992). 

Chang discloses (page 1210) compound 25, which has the following structure ("Xaa" 
represents allylglycine): 

Tyr-Val-Val-Asn-Asp-Xaa 
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The disclosed compound is encompassed by the instant claims when the substituent 

variables are as follows: 

Rl = hydrogen; 
R2 = hydrogen; 
R3 = hydrogen; 
R4 = hydrogen; 
R5 = -CO-NH2 
R6 = hydrogen; 
R7 = -CH2-COOH 
R8 = hydrogen; 
Y = butene; 
Z = -OH 



When the substituent variables correspond as indicated above, the result is the following 
tripeptide: Asn-Asp-Xaa. However, the claim is drawn to a peptide "having" the 

indicated structure, rather than consisting of it. Accordingly, additional amino acids can be 
added to the N-terminus. 
Thus, the claim is anticipated. 

Claims 73 and 76 are rejected under 35 U.S.C. § 102(e) as being anticipated by 
Webber (USP 6,214,799). 

Webber teaches various compounds falling within the scope of claim 1. For example, 
at col 18, line 20+ a compound is taught. This would correspond to applicants' 
substitutuent variables as follows (R is a variable created by the examiner), were it the 
case that R2 could be a benzoyl group: 
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Y = -CH(R^^)CH=CH- wherein R^^ is the side chain of glutamine; 

Z = -O-C2H5; 

R8 = hydrogen; 

R7 = benzyl; 

R6 = hydrogen; 

R3 = hydrogen; 

R5 = hydrogen; 

R4 = alkyl; 

Rl = hydrogen; 

R2 = a benzyl group that is "substituted" with 0x0 (resulting in a benzoyl group) 



As it happens, claim 76 does not permit R2 to be a benzoyl group. Claim 76 does, 
however, permit R2 to be a hydrogen atom. In addition, the claimed compounds need 
not consist of the indicated formula, but rather "have" the indicated formula. Thus, the 
claim encompasses compounds in which the hydrogen atom is removed from the N- 
terminus aud replaced with another substituent. 
Thus, the claim is anticipated. 

Claims 75, 77, 78 are rejected under 35 U.S.C. § 102(e) as being anticipated by 

Eisenbach-Schwartz (USP 6,126,939). 

Eisenbach-Schwartz discloses (col 3, line 56) the following tripeptide: Glu-Arg-Ala. 

R7 = the side chain of arginine 

R5 = -CH2-COOH; 

Rl = hydrogen 

R2 = hydrogen 

Y - ethyl; 

Z = OH 
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As indicated previously, claim 75 does not require "Y" to be an "unsaturated alkyP' 
group. Claim 75 permits variable R9, together with the nitrogen atom to which it is 
bonded, to be a genetically encoded amino acid; that is, "Y" can be a "saturated moiety 
having a linear or branched. . .skeleton containing 1-10 carbon atoms". Thus, variable 
R9 could represent t bojiide cha g^Ala, Gly, Leu, He, Val, Ser, or Thr. As such, 
claim 75 encompasses mmierous tripeptides that have been previously disclosed. 

Applicants have not explained why how it is possible that this ground of rejection might 
be invalid; accordingly, it is maintained without further argument. 

Claim 76 is rejected under 35 U.S.C. § 102(b) as being anticipated by Gmbbs (USP 
5,811,515). 

Grubbs discloses the following compound at col 14, lines 10-22 ("Ag" represents 
allylglycine; "Bz" represents benzyl): 

Boc-Ag-Leu-Leu-Ag-O-Bz 

The disclosed compound would be encompassed by claim 23 if the substituent 

variables could be as follows: 

Rl = allylglycine; 
R2 = tBoc; 
R3 = hydrogen; 
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R4 


= hydrogen; 


R5 


= isopropyl; 


R6 


= hydrogen; 


R7 


= CH2-CH(Me)2 


R8 


= hydrogen; 


Y 


= butene; 


Z 


= -O-CH2-C6H5 



The claim permits R2 to be hydrogen, and "Z" to be -OH. At the same time, the claim 
is drawn to a peptide "having" the indicated structure. As such, additional functional 
groups can be added to the N-terminus and the C-terminus. 
Thus, the claim is anticipated. 



Any inquiry concerning this commxmication or earlier communications from the 
examiner should be directed to David Lukton whose telephone number is 571-272-0952. 
The examiner can normally be reached Monday-Friday from 9:30 to 6:00. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Bruce Campell, can be reached at (571)272-0974. The fax number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 571-272-1600. 





